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m 2003/9/1 



[fiSS] 



si ^goiisimoi ¥121- 3 oi ifsua. maiei 

01 All a (oi) cH£|oi 

(21) 



0 
0 
0 
0 

1. 



s §§5[b AHW_1 
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[iL^ifl-8-] 

*t*$-& £-^Hl -"MH*! Asn-X-Ser/Thr(N-X-S/T) °1 

^5. ^^i(monocyte)/7l^i^l5L(macrophage)^ B ^4^4 ^ 
^Ifi^-i ^^€4. °1 ^fl^l $13*11 €H&3 (subtype)^ til^- 

E^l^;^ >$*h8r ^S. wHBliSi #<*afl -fK££]^ 5J^.S «£B^ 91°-^, 

=L ^oflS. ^Efle]o>, u>ol s s-e}^n>(Mycoplasma), ES.£24(Protozoa) f^l 
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1020020052365 #^ H*}: 2003/9/1 

(lipopoly saccharide: LPS)^r #^*r SI^bH^- -fj-s. #^3. ^3*1 
[iL3}tfl#^-=.] ^^^^ 13 

(encephalitides), w]o]7 0 >^ qv^ ^^(nasopharyngeal care i noma ) J f^l ^IS. 6 ]) 
-#3 0.3. ^-§-*VJl 
[H^cfl^^-] ^^J: 15 

^7fl W0 98/48840Jl<>1H #3 <fl ^tH?l <^E^1^ ^s)-* 

7] 14, ^^-s-s]^ ^6,399, 103:5: <HH ^3" 5:^^-1- ^Ma-S^s^-H 

£i ^ ^^Itr ^, ^7>ti}-S-* ^IsM^ *\t= ^>\S.^ ^r^>7fl =14. 

S*l ^^1 ^ ^H*HH iH^f^^Ccross-l inking) °1 <|J<H^ XZ-^-^ 
^>#^ (homogeneity)^ «-*H3 6 l 54 # ^ 5U4. 4^- ^5- y 0 ^il3*l 

^ ^^l-g- ^iflSHI 2]«fl>H £°1€4. ^ifl^-fe- #e)3 
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3^ 91^. 

[iL^tfl^s.] ^tfHll 26 

Asn-X-Ser/Thr(N-X-S/T) ^i^^l o] ^i?HH ^-^S)-7> <£°] 

[i^cfl^H^l -^t^Jl 27 

Asn-X-Ser/Thr(N-X-S/T) ^1^1 *}i4 °1 ^^HH ^^S|-7> 
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1020020052365 %^ <Qx\: 2003/9/1 

[li^cfl^-^-^] ^^Jl 28 

Asn-X-Ser/Thr(N-X-S/T) f>}^ o]s£ fgs§s)o] o] -*f$H^ ^^7} <U<H 

M-S^- €<>1€ 91 9l^\n^r ° a v 4 ^^^]# ^-ssj-*!-^ -a-^i^>l- i^- 

^ ^ ^i* ^ #<*sl ^ ^lil- wfl^l * S£ 

*H1 afl^H ^iflsj-sl ol# <?]E^1^ <£s}- -f-^ll- ^-^^-4 s-Rr, 

[i^tH^J-^-] ^^Jr 32 

^-^H A]~g-4g -g-<>| ol^> ^Eisfl-a ^^(isoform)^ €<d^ 
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1020020052365 <Qt}: 2003/9/1 

[Ji^cfl^-^-^-] ^SiJE. 53 

C]^r B>^^ «y=EflSAi, ^ ^-tgo. 26»}*11 -ff^l 134«i^ £fo]A] ^ofl 

M ^>M- £^ 1- 5. -¥-11- of^El-e}-^! i^o1a]^i o]^> o] jifl <y-34 j5L^*]j.g. 
[iL^tfl^^-] ^t^jS: 114 

L26N ol^V o]E-]5ll^- <£s]- afl^^s). &43& « 0 >^ o_S. <£B] 

£4 -n-^i^># IFN-A5' Q K134N2, K134N12)- IFN-A3' ^ ^-e)ZLcfl^-Al^ 
t^liEfolE^ PCRS ^^.Al^ DNAM* *H<^>o|t}.. AS £ 4^1 
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DNA ^-8: ^^^^1 IFN-A5' , IFN-A3' # HeM^l *H <= 

PCR-i: ^*S*>^ 134*1*11 o>n]^A]-ol o}^s%£tf] o_3_ ¥-7}^<£ ^"ifl5}-7> 

^<H^ IFN-alpha-K134N^ ^ 

*fl 2^°fl ^M^l, 26»1*11 134«l*fl ^<HH 1- 

5%H1 ^ol^i, 26«i^fl -ff-^I £E^r 134«i^ H^^l^l ^ S^r # 

7*j-<Hl 9X °W, o^^a]- #7l ^*HH Asn-X-Ser/Thr(N-X-S/T) *\ 

# <?!&Ml€r <y-SSl-*!: -Fr*l*]"I- i^sj-ji ^ HJiE^ : 
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-Arg22-Thr52(Arg22-Arg-1 1 e-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-Hi s-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u~G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Ly s-A 1 a-G 1 u-Thr 52 ) ; ^ 
-Lysl34-Serl37(Lysl34-Tyr-Serl37). 

^1 8* 0 H1 &<H A 1, 26^*H ^ 134$ *l| eJ-ojA] *>q- S^r # 

5.-^1- ^o]a1^] ^^1- -fr*i*H- i^Ka Sl^ 

11 *<H1 oio^ , 26«i^fl l34«l*fl e}-o"|A} ^ofl^ £^ 

1- a.^* o^^e^-^l ^o] <y-jrs}-t> -B-^^>» i^}^ e-| 

3- ^ ^ S^r ^ ^ ^ 41. 

[^cfl^s.] 13 

[*£3 a o V, 3] 33 

[;a3^-§-] 

*>7] o>d1^a> #7] Asn-X-Ser/Thr(N-X-S/T) *]<£<>] ^ 
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1020020052365 %;^ 2003/9/1 

^-^]}Mr <a-JL3^Rr -B-^^># It^fe ^^ElS ^U*!^ 5&^r 

gtq ^ «1] <#*}jl n tifl^#S.^-E^ ^ifls^ ^^l-l- ^e)*Hr 

-Cysl-Ser8(Cysl-Asp-Leu-Pro-Gln-Thr-Hi s-Ser8) ; 

-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Ly s-A 1 a-G 1 u-Thr 52 ) ; 

-Ser68 ; 

-Asp77 ; 

-Glnl01-Aspll4(Glnl01-Gly-Val-Gly-Val-Thr-Glu-Thr-Pro-Leu-Met-Lys-Glu-Aspll 
4); 

-Lysl34-Serl37(Lysl34-Tyr-Serl37) ; ^ 

-G 1 nl58-Gl ul65 (G 1 nl58-G 1 u-Ser-Leu-Arg-Ser-Lys-G 1 ul65 ) . 

[Ji^tHtf^-SM 14 

13%H1 9X°)*\, *>7l of*] it a]. $1*l<*fH Asn-X-Ser/Thr(N-X-S/T) 

°J# °jE.is1l€r ^ ^#^11- ^sj-tl- -B-^a># i^>^ ^}E^ ^ ^ 
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£-e|*>^ it^H , 91?} ^lE^l^ ovj^. ^.^afl-g. ^fl2:*>^ la- 

's: 

-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Ly s-A 1 a-G 1 u-Thr 52 ) ; ^ 

-Lysl34-Serl37(Lysl34-Tyr-Serl37). 
[^tfl^s.] 15 

*fl 14%M] 5&°H, 26«I*fl fK! 3=fe 134«i^fl el-ol^l SE^ # 

2.^1- o^s)-^ o.s. Al^l -§-^^11- <y-s.s[-*V -fr^i^l- 5£^>^- 

^ S£^ ^ *L*| ^ 4it Hfl°^>^l afl°^l-S.^-E^ ^-ifls}- 

17%M] 26«i^fl fl-^l £^ 134*1*11 sl- 0 l^l f^H 1- 

2.^* o>^t4^^1 ^o]Al^l ^Jflofl ^-7>^<y ^3*7> <^^u} 
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1020020052365 #<3 H*}: 2003/9/1 

[i^tfl^s.] 21 

*fl 201W , 26^*1) fR] £fe 134^*11 H}o]Al ^ofl^ ^ 

o>^Tx|-e>^l ^olAj^l ¥-7}*\<£ ^-^7} <iHflsHa 
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[AH fig] 
[3EI^S] 

[ g Oj g gj ] 

[fg[oi] 

[□sieii 

g ] 

[CHBiej] 

[CH£|oi] 

[£g] 

[CH£|°!3H] 

[^giu 

[£g°J §°S]|] 



#^ 2003/9/1 

mm 

2002.08.31 

£t±hsf@ ojzj- 2J Ei nil ^ sm §§jiji 

Glycosylated Human Interferon Alpha Isoform 

MmM^ ^^SJ Al- 
1-1998-003466-9 

9-1999-000420-6 
2002-028278-6 

0IAHI5! 

9-2000-000320-8 
2002-028279-3 

CD O 

9-1998-000150-9 
2002-028280-6 

0|^§ 

LEE,Eun Jung 

771224-2055211 

422-241 

S^IE ¥S!A| 4:A^ £J^1§ 
KR 

PARK , Hyung Ki 
730718-1405216 
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SUh 2003/9/1 

137-071 

Ajg^AI AHs1§ 1640-3 ^SH^S 601 

KR 



KIM,Hyun Seok 
720207-1659719 

138- 200 

1003 
KR 

PARK, J i Sook 
720504-2030917 

139- 220 

ahm^ai ^m 1 ? wiwrn Aisom^ 101-801 

KR 

d\ 01 m 

KIM.Yeon Hyang 
661230-2067015 
156-030 

KR 

LEE.Hyune Soo 

621213-1261111 

135-230 

ais«ai m&m &m^om^. 208-202 

KR 
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§J 2003/9/1 



[tHAhg^i qj OFDIin^ AH H 
[AH^DH^] 

[AH^=^°| £!a>^AH] 



KOH.Hyung Kon 
580623-1042023 
135-282 

AHMUf^AI a\x\2m 

KR 

2g AH 

OH.Myung Suk 

580826-1029927 

467-810 

3 J|£ OiaiAl DF§S 3S£I 374 
KR 

^1 

10 

^SjS *||422£| ^§0)| 2|8K)1 
UQK CH£|oi 

(oi) QH£|oi 

oiaiis (en piaiei 

£J AH Uh (OI ) 



of omi-M 3m 114s 



42I- l= h 0| S§!U- 



20 
30 
0 
0 



59 , 000 S! 

1. fi^AH- SAHIAH( 



29 , 000 S! 

30 , 000 SI 

0 SI 

0 SI 

£)_1§ 
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#^^r ^€ -f-^HH Asn-X-Ser/Thr(N-X-S/T) ^<go] ^uj- o] 

^ #^1, oil- -R-#*h °1 ^ ^£1, o] igig 

[tfli£] 

£ 2 
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^Sr^l ^1^5(1^. <£4 ^*fl {Glycosylated Human Interferon Alpha 

Isoform} 

M-^l *§^» M-^^ -f-^-I- ^ai*v ^oi^ ( SH^^l «o V ^ >H13 

o>s.7|id^- iJi^ DNA^f ^il^: ^ ^^tr ^lii^V^ °r513>l-«!;i=f 

. ^^r ^31^ ^sj- ^r«fl^^ 106«1 ^ell^.\l^r SE^ ^l^^lioll 

*1 °fl ^^2r(0-^)7> <^uHr -¥-3H^. 

n]^A> i^o] £Al*l- %o_g_ i*rs}-ZL £>tf. 

£ 3 Tr €^^^1 ^^Hl-E- ^^HH 26^ ^fl o>d1^a>o1 ^-A]^- Oj-^Tl|-S|-^l 

£. 4^ ^<a^^l ^sfl-g- ^^MH 134«1^ ofnl^AVol h^o] a]^- o^sj-e}- 
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£ 5^ ^2)1-3. <£sHH 26«i^l °>nl ^aVo] fR]* o}^S\-S]-7j_ 

134^ *l| ^Pi^Al-o] e(-oiA]^- s). e}7jo5. **°]a)7}7) «J- 

^ ^f^HH Asn-X-Ser/Thr(N-X-S/T) ^7}^}^ *>u|- o^o) o>d1^a>^- 

<7> ^B^l-l-^- 1957^ Isaacs^ Lindenmann(Proc . R Soc. Lond[Biol . ] , 1957, 

147, 258-267 HI ^ 3 

<8> ^1 311 S^- E}<y I 311^6.5.^ <?lBl3)l^-<y-2|-/-a)lEl-Sl- Ef<y n^B^^. 

olE^l^-tiflEl-^ -^^-oHl^(fibroblast), ^]b^1^-^-p>^ t ^^^l^ -fi-Efl*!- 

<9> <?]*HH ^^Z. 20<*^ o]^-^ ^E^IS-^S)- -fr#7.}<%- ft^Jfrx\x\ 7 } ^ 

^ 9lSL&\, °]Wr ^B^l^-^s}-^ cj-yij^s-cHiAi <f 7 fl^ ol^-s}-^^-(Cysl-Cys98; 
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Cys29-Cys 138)^1 M-Bfuj-ji ^lE^l^-^sJ-ofl^ N _tg xg-ifl 

s)- ^ -^-^71- ^H^fJL Q*.^, €<£^ Thr 106 ^*H1 

0-^ ^iflSr ^jislc^ o^cf (Adolf et al., Biochem. J., 276(Pt 2), 

511-518, 1991). 

-f VJf^, ^3- #^S(monocyte)/7l^3E (macrophage)^ B <ys|-^-<4 
nq^Lofl^ ^jro] Ajg^uf. 01 uflofl cie^ 3)1^^5] of ^ (subtype)^ w]^ 

zl ^Hje wi-Efl^o}-, Dl^l-5f^>(Mycoplasma) ( H.S.S.So}(p ro tozoa) ^1 ^ 
f$\*]5L <&*\n^2) ^^>°1 -fr^^M, ^1 -S-^ «>Eflalo>o) 

(lipopoly saccharide: LPS)^: #^?r ^^sfls. SX^. 

<n> ^^-<a^ S^HHiE <yEi3ll^-<£:B}-<>] mRNA7> ^3 ^^>£lZL oj^-o] 

iLIZ.S)<H °J.°-^(Tovey et al . , Proc Natl Acad Sci USA, 1987, vol. 84, 
5038-5042), o] ^eH-S^ "^>7>^-al (autocrine)" ^Je^s. o.s*| ^12] 
^ #-2-lL> $SLS. ^^s]j7 oic}. 

<12> ^E^l^-pq ^jifl 3J.-g.7laJ.dfl cfl^flA^ o}2\ Q ov^^ oi^|^ ^o.^}-, 

BrancaSf Baglioni^ JiJUNature , 294, 768-770, 1981)^1 ^}^. °J#£| %i3a r 
^(lymphoblastoid) ^5L°1H - <£s}- ^ - ^°Jtr <tHMH ^ 
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€i=k °1S ^"-M # tfl^o] ?A°] 2'- 5'- -§-5lJlo>c-1]^eflolE ^- 
^ jL^i(oligoacienylate synthetase)^- ^h] je. a}^ a] £j-S>^ cfl ^^*>^ 

"?l^>t! elF2(elongation factor2)^| ^l^V^-l- a]^^- ^«fl^ ^m^Kprotein 
kinase)^- ^Bj*} 9X°-™\ °1 ¥ JLi-I-gr °1^7>^ RNACDouble-Stranded RNAH1 
^*fl #^5]-^cf(Lengyel P., Annu. Rev. Biochem., 51, 251-282, 1982; PestKa 
et. al., Annu. Rev. Biochem., 56, 727-777, 1982; De Maeyer and De 
Maeyer-Guignard J., Interferons and other regulatory cytokines, Wiley, New 
York). 

<13> ^BHl^ ^ #Aj a>ol5]^ ^oj 

(encaphalitides) , u ] ^^^^l ^^(nasopharyngeal carcinoma)^-^ 



^ ^l^M $1*11 ^ ^ ^ f^jt «M1 slcf. 

^Cfl^l^l ^S]«"^ # *fl2fl5}-Ji*> tb^r. 

7fl W0 98/48840 Jl <HH <=H1 ^ € #&)-!- -4 ^^1^] oJe^i^. <y-nf-=- 
^1^^1-7114, ^16,399,103^^1^ o]^y ^ss.^- nj-ol^.^^. 



n =i ti 
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^t}. 31*1 ^ ^H*HH ^(cross-linking)^ ^ 

49 #1-^ -§-^( homogeneity HI £-*fl3°l 9l-6r Sl^. *W 3e ^ 

<16> uJ-eM, -fr^> ^2:^" A>-g-«H ^i^^-E] ^AV^ afl 

Asn-X-Ser/Thr(N-X-S/T) *\<£<>] <j}u}- o]a 0 v o] -^i?HH #3]S|-7} <£°] 



<is> -Cysl-Ser8(Cysl-Asp-Leu-Pro-Gln-Thr-His-Ser8) ; 

<i9> -Arg22-Thr52(Arg22-Arg-I le-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-Hi s-Asp-Phe- 

G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Lys-A 1 a-G 1 u-Thr 52 ) ; 
<20> -Ser68; 
<2i> -Asp77; 
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<22> -Glnl01-Aspll4(Glnl01-Gly-Val-Gly-Val-Thr-Glu-Thr-Pro-Leu-Met-Lys-Glu-Aspll 
4); 

<23> -Lysl34-Serl37(Lysl34-Tyr-Serl37); 93 

<24> -Glnl58-Glul65(Glnl58-Glu-Ser-Leu-Arg-Ser-Lys-Glul65) . 

<25> cf^ #30.3.*!, igj-^ #7] s-^ Jf^HH Asn-X-Ser/Thr(N-X-S/T) 

smn^r ^j^m -fr^m ^t^. 

Asn-X-Ser/Thr(N-X-S/T) *1^<>1 §>i4 ^5}^ o] *&$\^7} <|J<H 

o>p]^a> ^o]^ olE-l^^ W -B-^>« 

<27> S cfs. ^7}£] ^°.3^, ^- ^-^ o. av 7 ] Jf^H 

Asn-X-Ser/Thr(N-X-S/T) ^>M- ^^^c>| Jf^°lH ^ifl^-7> 

o>T3) v^a]- ^ol^ o];£ ojE^l^ QzL^tt -B-^^V# S.^ 

^V7l ^*HH Asn-X-Ser/Thr(N-X-S/T) ^<i°l ^>u|- o]>y- oj Jfi?HH 

■n-^^>* 5£^-*>^ ^ ajE-j^ ^^#^^1 ^1^ ^15.* till 
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o^\JL ZL Hfl^f^Ei W*H» 4^-8: £M<^ , ^iflSj-^ 

Asn-X-Ser/Thr(N-X-S/T) a^o] §>i4 o]># o] Jf^HH ^-ifl3?-7> <^<H 

i-KE^- <^3j- -§-f^H ^-7>^o] ^ifls^V 

Asn-X-Ser/Thr(N-X-S/T) ^<go] o]# o] -^^H ^3]£l-7]- 

^}SL^ ^l^V °J^> ^^Hl^ <£sj- ^*1H -?-7H<?l ^iflS]-7l- 

^l^^cf. 

<32> ^-^ofl>| A]~g-4g -g-c>| o]^> a^^- Jrss^ ^^^(isoform)^ 

o]E^lS. <£s|-<i| Jl-ft- o>ul^A> ^7l £}u}- H ol^-oll>| Cfs. o^li^l- 

^-71 S ^o] 7 > o]^o|^o.u]- j7-^-*V ZLuflS. -fr^Rr -n-A^-)] 5^ 

51-11 



1020020052365 <g*>: 2003/9/1 

<34> Ala(A): iJreHd; Asx(B): o^s}.^^] tr^ oj-^^e a> ; Cys(C) : 

<35> Asp(D): ^l-^sl-^H^-; Glu(E): Phe(F): sfl^sKI ; 

<36> Gly(G): ^-e^-^l^l ; His(H): ^e}^; n e (I): ©ld^HO; Lys(L) : sM^l; 

Leu(L): -ff^l ; Met(M): ^flE^Td; Asn(N) : ^i^ej-^l; p ro (P): 
Gln(Q): ^-f-E} 1 ?] ; Arg(R) : a>=.7l\i; Ser(S): Afl^; Thr(T): 
Val(V): Trp(W): B^S^; Tyr(Y): Glx(Z): #^e}^1 # 

9ll} 91^ Sfl^" 0>Dl^AV i^HH 5.7] 0]-tll^A]-Cl 

5.7} Q *}v]±*)r°-3- *l^tHr ^MW. ^11- s.^, L26N^ ^<£*§ 

<38> £-41 ^ifls)- iflsJM Hej-oi^^ 

3" ^ofl ^-^^o] s^ol^s. ^^-cf. 
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ji^-ofl ^tflA-l #£fl2}-&rJi °le-i^r -§-^3^ 

*1 ^cHHs ^.S-^ ^ 91^ $°-S. $14. ^"^^ ^l-^H 

^S^l^lfe- ^liufl (process )<>1 «J-Bfl e] <>H1 *i °fl ^ 

sl-sl ^cr|^. o]gfl^ $^o] «g<^^i cj«Jj^# ^4. 

^SRr #^4°1-E. wqtfl (backbone )# 44*1 ^HJ* ^*HH H^M-^ 

dl <^ti>^ 7}X] o^cf. 0-^ ^-iflSr^r 4^°]4 *$]3L\1 ^7l^] 

-0H7H1 Ji^-o] ^^>^ ^J^lJl, S 4^- N-^ ^-ifl^l-S 4^44^ 

v^av tifl^ 7}^ nfl zl *|<g*- Asn-X-Ser/Thr(N-X-S/T).°S. <g£\z\ 9X 

4(°^7l^ ^1-^^- *fl4^ <H<3 o>nl^A> £ 7f^-5>Cf). N-^^^l *5^J1 

4fe ^ ^b7l# Stb 4=4. <^1€- #^1, 0-<a^€ ^ #7HH^, n~4 

^ll3^^£4^(N-acetylgalactosamine) 0 l *ll^ 0 14 ^^S]^^ 

(N-acetylglucosamine)°l ^^^o^ $14. 0-*?!^^ ^-^ZL^-B- <^yV^ o_5. 4 
711 °]4^ # #7l°}-§- i^>Jl $14^ N-^^sl ^ N-o}4itf3A} 
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Asn-X-Ser/Thr(N-X-S/T) ^<go| ^14 o]a o > ^^s)<^ o] -*fi?Hl A 1 ^-iflS|-7> <g<H 
0 1^, <y^> <yE^l^- <^s\- cfafl^o] ^nl^AV Ai^oflAi uj-*} ^Efl ^-^1* *)l<q 

<42> *V <#EflS>|, -& S>7] o>nl^A> <H 

Asn-X-Ser/Thr(N-X-S/T) f>\^ o)^ t§^s]o] 0} -^i?HH ^$^7} <£o] 



<43> -Cysl-Ser8(Cysl-Asp-Leu-Pro-Gln-Thr-His-Ser8) ; 

<44> -Arg22-Thr52(Arg22-Arg-1 1 e-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-Hi s-Asp-Phe- 

G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Ly s-A 1 a-G 1 u-Thr 52 ) ; 
<45> -Ser68; 
<4 6> -Asp77; 

<47> -Glnl01-Aspll4(Glnl01-Gly-Val-Gly-Val-Thr-Glu-Thr-Pro-Leu-Met-Lys-Glu-Aspll 
4); 

<48> -Lysl34-Serl37(Lysl34-Tyr-Serl37); ^ 

<49> -Glnl58-Glul65(Glnl58-Glu-Ser-Leu-Arg-Ser-Lys-Glul65) . 
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Asn-X-Ser/Thr(N-X-S/T) ^<1°1 *VM- o]>y- ^>££)<H o] JfijsHH ^3*71- <Qo] 

<5i> -Arg22-Thr52(Arg22-Arg-I le-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-Hi s-Asp-Phe- 

G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Lys-A 1 a~G 1 u-Thr 52 ) ; ^ 
<52> -Lysl34-Serl37(Lysl34-Tyr-Serl37) . 

<53> wV^tb ^-B- 26^^ 94*3^ &)-o)a] ^ofl 

<54> ^7H«?] tg-^)^. c]^h olE^l^- <^S}-1- <£Jl 

*fi°H^l ^, DNA# ^-ifls}-!- 4^*>-c- *\}3.°\] 3E.<a«H t^^-l^lS^ 

*><33o.S. ¥-7}z\<& ^s}-7> ^cHuf^s. ^ ^olcf. ^o)] rcf 

<iH\+ <y^> tlE-Hl^- <Qr^ Asn-X-Ser/Thr(N-X-S/T)>H^ 
°1 ^7>^>£^- DNA ^o]a1^o.^ ^^cf. 

Asn-X-Ser/Thr(N-X-S/T) ^1°! *M °]-# °1 -'MH*! #£fl2j-7> <|2<H 
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2003/9/1 



<56> -Cysl-Ser8(Cysl-Asp-Leu-Pro-Gln-Thr-His-Ser8) ; 

<57> -Arg22-Thr52(Arg22-Arg-I le-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-Hi s-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Ly s-A 1 a-G 1 u-Thr 52 ) ; 

<58> -Ser68; 
<59> -A S p77; 

<eo> -Glnl01-Aspll4(Glnl01-Gly-Val-Gly-Val-Thr-Glu-Thr-Pro-Leu-Met-Lys-Glu-Aspll 
4); 

<6i> -Lysl34-Serl37(Lysl34-Tyr-Serl37); ^ 

<62> -Glnl58-Glul65(Glnl58-Glu-Ser-Leu-Arg-Ser-Lys-Glul65) . 

<63> ^.cf w>hJ-^i^ ^^flS.^, -g- *}7) o}u) ^ # 7 ] £)*HH 

Asn-X-Ser/Thr(N-X-S/T) ^7>^>£^- s>i4 o]#ei\ o}tj}±*}^. tf-g- o>d1^ 



-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Ly s-A 1 a-G 1 u-Thr 52 ) ; gj 
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<65> -Lysl34-Serl37(Lysl34-Tyr-Serl37) . 

<66> yfsj-^tl: °o l Efl^ , 26 ^ 94*1 *fl iiM^l f^l 

<68> ^1-71 J^^g- -g-*lH ^-J±^ o|^V <e]Ei3E|l^ -ft-^*}^ ^]-uj- O]^- ^!»^ 

^^I^o-S^, <y^r <?]E)5)1^ <£s|- oVnl^AV ^<g^Ml ^-7>^^] N-^ ^ifl 
g)-7> <r $1^ Asn-X-Ser/Thr(N-X-S/T) ^l^l ^ o> 

^*l°fl 3°1H 26^1^11 -fKl^i: ol-isj-H^-^l o^S. ^l^H?] 1 ?! 28^1*|| ^^t^ol 

Asn-X-Ser/Thr(N-X-S/T) ^<£°] ^^^^ ^^V^^l N-^ ^^s\-7} <£°]^ 
^o]cf. 134*1 *fl eM^l# o>^s)-E^7j ^1^1 7]ig I36«i^ be*} 

°1 ^l^^lS.^. Asn-X-Ser/Thr(N-X-S/T) Y^}^ N-^ ^^\s\-7\ 
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z^l^olM ^ 257fl Tf#efliLEfolc^ -i-s^ jl^r#efl^.^ol^.7l- A>-g-^cf. 
= ^ ^Sj-tb Tr#efl-2.^ol = o) ^o. s ^^ofl <y 127fl vfl^l 15 

DNA°fl ^spfi ^ IJ-^H ^-7>^o] ^S\- 7\^°\ 

*l~§-tr ^^j7^t#e^E}oii=^ a 2 . oil 7l/cfl£l<H ^cf. o] e.^| # 
E]ji^f#efl^Bfoic^ t$<$ ^ ofl 7l#ofl ^q^fl^i ^€ ^ 5a^. 

DNA-& ^l^W. ol£h olEisfls <y-s}. DNA« ^o]^- <y-jL3l-t!; 

tMg ^ZL^fm^]^.^]B.mr H^HCprimeiOS. Al-g-SH PCR* ^tr^. 
PCR^I 7><i (heating) o)^ ^*%o] -g-els^ z^o} ^ 7>^ ^ 

^oi] Aj-^^o] v?\o}t>\ 7 \ ^5j.( hybridzation) ^t^ DNA ^^^(dna 

polymerase)^ ^JL^-tr H^HS} -0H7l^-^-E^ ^*H1 -^v^o] ^-f-efl 

^.EfoljE.^ 5' — 3' ^SLg. ^^a]^ q-?lcf . ^ «i^fl 7>^ £ 

°1# ^i^^ He^H-I- 5.^s}7fl -frx)*} ^°\}*} -s-^*)- i^ol^- <y.ji^. 

A l7l7l 3l*lW ^<a^^l o]E^l^ ^ DNA» ^*§°-g. *M SefoH IFN-A5'^1- 
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L26N2 ZLe)al L26N13]- IFN-A3'# AA / %°-^- PCR* ^SS^. ^3^°. 

•¥■7113 DNA 4 1 *H ¥- DNA ^^-ir 

^^n. IFN-A5' , I FN- A3' » HeJ-°H ^0.5. ^ pcR-g; ^^s>^ 

91^ IFN-alpha-L26N^ €°l^-^^># 9X91^. 

7>^1 « 0 V«H] ^«fl>H 4 s SI^. ^olAl7lZL^> 5-}^ ^ °1#3 <5>ol^ol 

#^3§e}o1^ ^Hl^ 7>Z7>ol ^^ItlrCl-^ H-i-^- ^-^ti- °}*li^V ^°1 

^Kf^ ^r^^Tfl-e^E^olc^- ol-g-^A^| ^ofl ^ol^ ^ 4^ 

^ ^-71 € y o v ^^ # °1#3 o^i^a]- ^oi-i- i^>^ #e)ZL^t#efl^.El-oi 

I" o>nl^AVol ^^^^0]=. ^6\}*) ^ ^^fVcf^C 10711 o^o} o> 

°li^Hl ^*1H ^4-) ^°11- 3.^- §>M-3 #S]J1 

^|Ji^t#el|^El-oi cs-o] ^-<^7>^- ^ DNA°11 -g-^-Hl ^^^( annealing )£|^ zi 

^ tM3€ ¥- *d*fl 7>^- dna^ o>n] i^o] <y-jr5|-^- 
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¥ *H1 -fi- ^-(mutagenesis)^: i#*>Jl 91^. 1*> l^^l -fr 

i^-*}^ J1tt#e^e}o1 c 7 |. d ^ofl o^^sqig o]t§ DNA(heteroduplex) 

7} Xl^tq-. 2*1- l-<a^°l -fHHH^r i*K^7l) l-^^ol -fpiHH 

DNA* °1 -8-^x4. ^5.3. °1 ^tg^ o] n] a^s. §>i4 o]^-o) 

i#s>JL 9Xt= <=»H^ i^l-fe ^-elJiTr# 

efl^Efo] =7}- o] ^tgofl <H^^s]^ ^^-^ AS. ^^V5]^ DNA^ 1*1-3}- 2*1- 
£°1 -n-^-^l ^o}^- 2.^ ^l^tfTll ^olcf. ol ^J2f# DNA^ 3*> 

^H?^ WJ-^^gr ^>M-5l ^1-^l^.El-ol^ ^c»lAl7l^ «o V ^^" <*l 3 *> 

31 ^^Rf <H11- #<>M, ^Hl 3°1M SIeMI^. 

26 «1 oj-Dl^A>o] a-Ajf o^^el-Tj AS, 134«i 0>d1^a]-o] ej-o] 

A]^. 0>^JX)-e(.7jO.S. -^Alofl ^0]Al7l7l fltfl^ 134^1 ^*1» ^OlAj^l Cj-g-, O] 

1- °S 26 »i oj-nli-y-o} lgo^ ^Al^cf. ^2}-^ o.s if ^${7} 

^-^°11 4€ SlE^S W -g-^^l# ^s)-^ DNA £ 

°H1 £€"&1H1 Sl«fl, ^1* DNA 3Mj7l(oJ|, hH^a^I, o]s. 

Efolc w>ol3_Al^EgTM )s. A>-g-*H sat)-. 

-g- l^ofl tt)-€- "f-^flfe- (a) Aj. 7 ] ol^j- <£sj- 

-§^fl» ^sl-tl- DNA o) DNA -M^l *J-§- 7>^e>7fl 
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(operatively linked) =ls) 2:11 ^-fe ZL o]aj-o] ^-^ *| 

^(expression control sequence)^- X^r^ <^ a] ?1 ji , (b) ols-^-B] 

^tr wfl^l ^ S£*H afl^H ^aflS^ ^I^sfl^. ^sfl* £-3^- 

<76> 2.S. tflEiSif M}-^ 2:^ ^<go] ^ ^ o) DNA A^^g- ^SJ-fecfl 2.^ 

5. <*Jel ^Ei, ^ ^ ^ f^H 3^ -id^* § ^ 5^. ofl-I- 

S. SEtr JlB]E]o|c]:n]- ^r4. 2^ ^-i: ^^Ml ^^i^, c^a] 7>^ 

DNA ^--g-Aj ^ ; m*] 7 ].-^ oi^ ol^j- ^Stj- j7 
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= 1- #h}5 7)) m.t£ (folding)^- 4 1 ^"Jl SE^ «fl<£ ^.SLS^i, =l^J1 

^ ^1>H1 ^>-g-€ -g-<Hfe ^2fl -B-^X>1- ^ Afli iflS ^ 

^SJMtt 5a<H°> *>^, ^ iflS. -fr^* ^ flfe « 0 >^ 

9Xs.^ ^^ofl o.s «a^s)c>| ^vo] DNA £-7 r » ^th=K ^fl^tJ- 

^ «]Bi^r ^ 7fl^ ^ ZL<2} #<y£ o^o} DNA 7 r sgsgrg + &tf. ^ 

y ^ ^-o], ^ ^o]]^ *§^#<g -R-^r^ ^ ^°}7] 

1 ^ ^ -B-^^># ^-3- ^ ^ ^Ml 7flAl^ (replication origin)^- ^> 

°1 5L^>al ^ ^>M-^ ^€ ^ i-fl^l 3E^-Sl7fl ^cf. ^ ^7f Afl 

^ -f-^efl ^^5f7> <y<Hl4<i> ^>H.S ^ ^^-^ ^ 
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A>-g-s] <>| o) fVcf . ^ ^ M)S-0\] -fhg-tr ^ «]Bi-i;^ s-cH SV40, 

€ IMI ^13^ ^ixr <^1# pCDNA3.1(+)\ 

HygOnvitrogen, Carlsbad, Calif., USA) ^ pCI-neo(Stratagen, La Jolla, 
Calif., USA)^cf. JL2. >*fl3£ofl -fi--g-tr ^ 2u l-Er^l^r zifi] -R- 

2.31, P0T1 iaiBl(U.S. Pat. No. 4,931,373) ^ pPICZ A, B, JE^- C(Invitrogen) 
^-8: S^Hr*}. ^lS^l -8"§-^r P VL 941, pBluebac 4.5 ^ 

pMelbacdnvitrogen)^-^ i^rtl-^r. 

"2^ *|<g (expression control sequence)" l-el^Bfo]^ 
^<H| €^^^1 S^r ol^^- *Jj<4 /i^tf ^tr^r. ^il^r fe] 

^^lHf <y-JLSH5]~b ^ A^ofl ;H<£ 3 (native) 5E^r 5q efl^ (foreign)^ 4 1 

= s^E]-o|^( propeptide) ^<1, £S£E] , <y^H (enhancer) BE^r 
S^H^ (upstream) #^Sr >H«I, a|zl^- ^^0]= ^ *U> ^;g*l* r 

3^tr oj]^ SV40 ^ o}oll^y>cie^o] ^ a S£E if i 

MT-lCierEl^vllol -fr^i*}) 1 ££Ej , oi^> aVoIsdH^^o] -fr^r 
(CMV), e}-f ^^-^ufoia^( RSV ) =s.S.e| ^ <y^>^ -^l^CCUbC) ES£E] 
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^ IW. ¥-7}*\SL£. ^1S°1H ^-t- 7] 7} ^sfl^, ^ 

°jS^(intron)°l = # ^isfsfb # efl ^. Bj- o] = ^°J£) 5' ^ ^ 

^>£]*1 SHr <3«H ^ ^Ml^H ^T^-i- ^Al^c-jl ^tb 

<^ ^sfl^lKpolyhedrin) , P10 ES£Ej , «]-^-^a>ol 

e^Cbaculovirus) 39K *l°J^-^7l -fr^b ^ SV40 W^^M^- 

(polyadenylation) ^il ^-fr itbtb*}. JL5-°fl*| °l-§- 7>^tb °fl 

(TPI) ^ ADH2-4c SSS.E1 if-^cf. A-fl^o^ 

*M*>^31 *|<g<5l ^ofl^ ADH3 £i£El ^ ^^91*} ^ 

^Efolcojtq-. <sV ^<g^ *b*g^ o.s. ^-M* ^^sj-*!-^ -H-^7>^ 5' <H1 

«>S. ^*1^}.E.5. ^-MM^ o] o}u)}r_ ^^o\] *U>^j ^ojcf . AlZL^- ^Efoj^o^ ^ 

(l^l 3 ! l-^^E^ol H.7> Afllifl ^15.-2] l-el^E+o] col^jo]] 

n}-5M) ZL^Jl £)^>7H] tiJ-BJ-^^ofl ^JoltJ-. 

tb ^l^- 1 ^ ^01 = 7} ^llfb^, t^^^lHS] ^-^^r fl*IH ^tb *1|S>fl 

^] °fl *\ ^-2fl€)°^ ^£ ^HMl3L°fl hl^ 01 ^ oj ^ oiq.. ^ 
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l^AS ^5)^1 ^ ?J<y ^5. 5^ i=K 

4^ ^ 7l^^ ^^5. «fl*l€ nfl 7}^}7\) 

<3^€(operably linked)" °]z±5L ^^tt^-. °l^^r ^V(^# , 3l 

(pre-sequence) ^ c) ( leader )7> ^^^^ ^-ulofl %Vcc| ^- o_5.M) 

^ 7>Hl7> <y-J>s|- x$m-o) 7}^ °]5K)6\] ^a)x\ ^cf^ ^ *]cgd\] ^Jg- 

<&^& ?M4. ^#3^, 7>^S>7fl <£^.&" ^ DNA 

^ o. o^nj^-cf. zl&IM-, <y^H (enhancer)^ ^^7} &cj-. ojs. ^<go] 

^ (oligonucleotide adaptor) £E^ ^ 7^(1 inker )# ^Hh^^r. 

^(^r, 2:^^1)4 i^Rr ^^-tb 7l^-^o| ^2-^- DNA 7l # 

o. A>-g-*]]A-i ^4^- ^ ojcf s.^tV ^^^>7l £.3^ zfraq-^l 

DNA ^s^^ afl^ Jl^iS. c}-S- (order )5+ 

^^(orientation)* Jl^s]-^ ^^^H 0 ) tb*}. 
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oicf. ^al^o.^. 21 0.2-1 S^nl^ ^ DNA^^r cfl^ 20 y 1^1 B]5j 
-§-^°fl ^ JLii ^ 1-2 &$]S± A>-g-^cf. wis], DNA^S, 



^S,^-B] ^ Slcf. o|aH DNA^#o] 7)^ ^Ei# *gAj^- 

*r ^^S]7l ^SIH^ DNA^^ ^o] ^"-g-^ o] oiojo^ ^-c).. 

<85> ^cj^ DNA^^t^ ^^(electrophoresis)-!- °l-g-s}H 3.7]^S, ^ 

3:2 ^bh^o]: ^cf. DNA^ ^1-71-^iM- = n|]H^^(matrix)l- 

^StH #7l<3^€ ^ ojcf. DflEgjAoj ^-e]^^^ DNA 37H1 

45} ^J^t}. ^71 ^1 DNAfe #7]-g-#(electroelutionHl nfle 

^>7>S>il- -§--§- A] 71 ZL ZL^Ei DNA1- ^#tr^. 



<86> <S^£M 6 > Ik DNA ^g^& -§^tr ^^A^ -§-^oll ^7>£)ol c> > tH}. ^ 

-§-^^r ATP, 91^. JLdidigase)^^, DNA 0.5 g# ^ 10 T^^jL^sf 

Ifsll DNA tfjE^l ^^5]^^, ^ «1E^ 
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(self-ligation)# u o v ^* -f-*fl*l ^] 

His ^ M]3.9 *§*k$.& £^ ^^^-^Al^cf. 

^ &M*1, i-g- DNA5] £.<yjL#o] ^ZL, J£<^4g DNA^ 

31- W*1H ^-iflSj-^r ^ flfe ^ ^ /fllf Aj-g-^a]- ^q. 

H5^31^i4(rr/c0£/e/7ra), ^V^^-C/^sar/^) ^ 6 >^^ ^{Aspergillus)^ 
^ 5.^4. 3^"tr ^ ^Hr ^ Sf9 £E^ Sf21-4 ^ efls]£ 

^.^Uepidoptora) l^-tr^r. 3#tr i-fr^# ^ ^ 

CHO COS 1, COS 74 ^ COS M] £.^r , BHK *fl3L^ ^ ^ili^r ^ 

*]}£., 2:*) wfl°^ ^# ^li % ^-a- 
#^tt iaSl] j) av j s a j ^ Basic Methods in Molecular 
Biology(1986) Sambrook et al . , (ibid)^ 7l^-^<y ^ *143*H 7l# 

3 H o v lHl ^ ^ €&|Tf#efl^Brol=# ^ 

(calcium phosphate transfect ion) , DEAE-^iB^ °fl7fl % ^^KDAEA-dextran 
mediated trans feet ion) , ^^(transvection) , u l ^ <9 (microinjection) , 

3lii3l$Kcat ionic 1 ipid-mediated transfect ion) , &7}^ 
(electroporation) , ^S.^ (transduct ion) , ^3.Hfl5. S.^ (scrape loading), 

(ballistic introduction) 5E^b (infection)^ Str^r4. 
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XI -ed XI cti ^ a 



3€ 91^}. #^^Bfol = 7> zz.^ ^^(lysate) 

oo> ^b^eWs.^ #<33H « 0 v«Hl ^*fl^ ^-e^€ 4 1 * 

SDS-PAGE HLtt ^wVofl ^-^tb H o v ^* *«fl^i ^*fl€ ^ 

^ ^^Ifh Asn-X-Ser/Thr(N-X-S/T)^^°l ^7>s>£^- ^o]^ o]^> 
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%]°] Jf7>3<?] 7>e]<y Asn-X-Ser/Thr(N-X-S/T)^l -mpH 

^71^-0] ^--^-^^-f-cHl ^£ ^^(heterogenous) ^-7]~I- ^tr*}. 

^fls}- ^-§-3^ JL^Kr ^Ml*r3 ^*Vtf. 

^^-^S. ^-g-£)b ^(carrier), *\) (exipient ) , ^^(stabi 1 izer)^ 

^5L2) 7}7lb ^sHel Sl^-g- <£s|- 

-^^^i^^(lyophilized) ?flc»l3.(cake)^ ^r-g-^ ^Bfls ^lS^cf. t>l^ 

4. 

^(ascorbic acid)* S^-^r ^MrSMl ; ^i^f^ ^b}-o] .e.; <y-«.n] ) ^ 

^rH, ^ ^ #3-1:^4 ci-Bfl^; a] ^^l-e^ ^(polyvinylpyrrolidone) 

4 ^ #er°l^l, #^^^1, oj-s^lvi, SE^b 2r°l4l4 ^ o> 
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^ QA- 2003/9/1 



t^t; EDTA^Txr ^3HB. 2tB, BE^ ^e]fif ^ ^ o]^- ; 

(counter ion); ^/iE^ H-S(Tween), Ir^f-S-H (Pluronic) , lE^ 1-sHlll 31 #e) 
€"(PEG)ij- ^ Til *!]«- i^-W. 



^sH 0 !^ *Vcf. t-g- cx| jij- ^(sterile filtration membrane)* -§- 

■5- iHCsteri le access port)ir 7}*]jl -g-7] ofl-i- -i-^ , *>^a]- a>-^ofl 

^ 5£tt P>7fl# 7Mi ^ ^a>o« «-fl(bag) ie^ y>o]^ 
(vial HI <H 6 > ^bcf. ^1^> ^iB^l^- ^2}-^ ^-g-<2fl SE^ ^ *)1 

^l^i, 15]^: 5E^r <4^2j^ -%-7) ofl^. , tij-o] ^o] uf ofl^ 

(ampouleHl ^°lcf. -g-^ ^-^-afl, 10-ml *}°) <£*- 5ml£| 

^^-^3f^ l%(w/v) 9l^\^)^r ^2)- ^-g-<5« J! ZL ^ ^^1"* 

-g-^ ^^mtf. ^<y<2}^ ^A>-g. ^^(bacteriostatic 
Water-for-Injection)# °l-§-slH £12: € ^sIl-E- "£4-1- *l]-§-3fl 

(reconsruction)^-l^ *fl2:*r ^ 

^E^l^ W*fl^r ^-o^§ 5L^-tr, 7)# 

Sl^Tm <^3^r -^-g-* 5.^ Q*}<>\ ^§H1 ^olcf. Wl^ 
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^ <%$r *\*}2i^, e^fl, ^tfl, *^ifl, M# 

ofl» ^ifl JE&^=r 5E)*>3:^ifl ^» ^ojcf. ^ifl 

9l <$<>-£- ^€ 7A°)^. "*]sLo\) JL^^^l" o]^ ^o)^l ^-Eflfif ^a} wj-AHl 

-§-€ ^5)1^ <£s}- S^l-^r ^lSS]^^ 7fl 7fl «T*}^ °J 

91?} 9l^\n^ QSH- -H^-g-), #ifls^ 0]^V OlE^l^ 

^ -§^1 ^ ^ w 0 >^ t ^^hitii 

Jl^«H^ w>^-3ltV SIS (practice) 51- ^S^l ^1^51 Jl 4 
^ ^^1^1 -B-JL^ ^tiV^A^ 2>40 6 #5) vfl^l 500>10 6 ^ 

<99> ^. m-t^ o. ^AHlS. ^.Cf ^^1^0.5. ^Olcf. ZL&|ul- ( Ols. 

<100> <^ Al ofl 1> 
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<101> oItJ- oiE^l^ ^4 -fr^i^ ^s. 

<102> O]^- olE^l^ -fi-^Hr ii^Jl 9l*\3\]^r ^4 ^ 

tM^lTftell^olEt A>-g-^ pcr^ «y ^ 3Efl ^ ^i^-i- ^WH^. 

^H^l 91?} 9l*\z\}^ <£s\- -B-^i^l-l- PiaE5-ls)- IFN-A5' ^ -fr e) :n. cfl J*- 

^lTf#efl^-Ef 0 l =5. PCR ^#X|^r}. ^^s} DNA ^^g- cj-*l £\^SL£. 91?} 
9l*\n^: ^ -f*-#*>£] 5' ^ofl ^l^JLi ^-M* £«a§>7l ^*fl PiaE5-2 
4 IFN-A3' ^ ^Md ^^l^l^efliLEH-^ PC R ^s^cf. o] nflofl a> 



<103> [a 1] 









PiaE5-l 


5- ' GTGCTCAGCTGCMGTCMGCTGCTCTGTGGGCTGTGATCTGCCTCAAACCCAC-3 ' 


1 


PiaE5-2 


5 1 -ATGGCCTTGACCTTTGCTTTACTGGTGGCCCTCCTGGTGCTCAGCTGCAAGTCA-3 ' 


2 


IFN-A5' 


5 ' -TCCCMGCTTATGGCCTTGACCTTTGCTTTACTG-3 ' 


3 


IFN-A3' 


5 ' -TGGGATCCTCATTCCTTACTTCTTAMCTTTCTTG-3 ' 


4 



<104> <^A]afl 2> 

<105> o]^> OlE^l^ TT^HH ^^-T-^^l ^ 
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<106> o] 7 J- OlE^l^- ^7>^o] X\ZJ{G\ >^-gr ^ Sfl 

Walter(Structure(1996) vol.4, 1453)^1 ^-2:^ H^l- SKg-s^q-. 

^l^*>^Cf.(£ 1) M-^d -¥-^7} *fl<^ Ai<g f^ofl 

*1 3*>^ ^<>1H ^<£^sq ^3)1^1*1 107^*1^1 diefl^.id #7H1 0-H ^31 

N-^ ^iflS)-^ S-E^ti.^ -g-ol*}- Jf^-g ^*>53^. 

<107> <^A]^] 3> 

<108> ol^> <yE^l^ <£t£\- ^f^l<*| 

<109> ^7>3<y ^-ifl^- ^q. o]^-o] o>Dl^AVol ^ol^ ol^- o] E ^|S. 

<H0> [5. 2] 











L26N1 


5 ' -GCACAGATGAGGCGCATCTCTMCTTCTCCTGCTTGAAGGACAGA-3 * 


5 


L26N2 


5 ' -TCTGTCCTTCAAGCAGGAGTTAAGAGAGATGCGCCTCATCTGTGC-3 * 


6 


K134N1 • 


5 ' -ACTCTCTATCTGAAAGAGAAGAACTACAGCCCTTGTGCCTGGGAG-3 1 


7 


K134N2 


5 ' -CTCCCAGGCACMGGGCTGTAGTTCTTCTCTTTCAGATAGAGAGT-3 ' 


8 


IFN-A5 7 


5 ' -TCCCMGCTTATGGCCTTGACCTTTGCTTTACTG--3 ' 


9 


IFN-A3' 


5- ' TGGGATCCTCATTCCTTACTTCTTAMCTTTCTTG-3 1 


10 



51-33 



1020020052365 #>3 2003/9/1 



<m> (1) L26N 91?} 9l^\^\}^ 1^ -g^l^l AA (5. 3) 

<112> -*jA]ofl id\]*\ J^-ji^ oi^V oiEisIl^- <£s}- -fi-^l*}!- IFN-A5' L26N2, L26N12]- 

IFN-A3' tMd *&)Jlcfl^lTf#^-S-B|-ols.s. AA PCRS. DNA A 

A^\^A. AAQ AA^ DNA ^^-1: 3*fl -f , 0.2M NaOH/2mM EDTAS. ^ 
(denaturation)^l^l t}~g-, t^M PCR-|- ^^5]-^ ^^^V o}v]hi.*}o} jn^ 

(Leu^Asn)^l ^-€^1- ^1^>^^-. ^^^.S. 5. 3^1 M-B)-\H w>Sf go] 2 6^ 

DNA 914: ^ ^S^-. °1^7fl s}c^ - 7>^1^ DNA ^<H^J1 

IFN-A5' , IFN-A3' # = &M^ ^SLS. ^ j= ^ pcr-§- ^^*]-^ 26«i*1| 0} 
Dl^^Vo] oli^^^o.^ «lol£)o} H-7|-^o] ^o)^ 9X^r 

IFN-alpha-L26N^| 03^. + oj,^ 

<113> (2) K134N «H 91?} 9m$]^r ^-^*fl<i| *11*K;E 4) 

<H4>L26N ^0} 01^1- clEi^ <£s)- ^*f|<^ AA^^- ^^5. 91?} 91^ 

sfls. <£iij- -fi-^*}-!- IFN-A5' ^ L134N2, L134N15]- IFN-A3' ^ # ^- a] ^ 
#efl.2.tq-°l:E.3. z|z]- PCRS. DNA^^g- ^^>^4. ^sf^ 0.5. £ 4°fl 

3^A£ ^ol^ if 7fl«l DNA ^ 5^53^. ol^Tfl <go. j= 7 j. 

DNA ^-fr ^«H^j7 IFN-A5' , I FN- A3' ^^.S. £]-<*j -f- *1*J| 
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PCR* ^ S S^>^ 134^i^| o\u] i^AVo] o\^?}7j_ O.S. ^°l£H «-7>^<y #ifls}-7> 
^ 5*^ IFN-alpha-K134N^ ^ol^-^^^- <g.a. ^ &&nf. 

<H5> (3) L26N ^ K134N°1 S.^- ^o]^ oi# oIe^-^ ^^\]^ z\]^(S. 5) 

<H6> K134N ^o] o]^V olE^l^ <y-s|. -g-^]^- ol-g-§><^ L26N^1 ^E^]^. <£3|- 

«o v ^^-S 134 cf-g-, °1» ^|AS *H £ 34 ^ «o v ^ 
SLS. 26«i*i| 3*1-1- £°]*}5a4. I^IS ^ ^7> ^Ajofl ^ojsi <y^> o] 
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1] 

*>7] ^l-nlicXV #7} ^*HH Asn-X-Ser/Thr(N-X-S/T) ^ o)^ 

-Cysl-Ser8(Cysl-Asp-Leu-Pro-Gln-Thr-His-Ser8); 

-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Lys-A 1 a-G 1 u-Thr 52 ) ; 
-Ser68 ; 
-Asp77 ; 

-Glnl01-Aspll4(Glnl01-Gly-Val-Gly-Val-Thr-Glu-Thr-Pro-Leu-Met-Lys-Glu-Aspll 
4); 

-Lys 134-Ser 137 (Lys 134-Tyr-Ser 137 ) ; ^ 

-G 1 nl58-G 1 ul65 (G 1 nl58-G 1 u-Ser-Leu-Ar g-Ser-Lys-G 1 ul65) . 

[^t 1 * 2] 

l^Ml *V7l o>p1^a> $1*HH Asn-X-Ser/Thr(N-X-S/T) *1 

-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Lys-A 1 a-G 1 u-Thr 52 ) ; ^ 
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-Ly s 134-Ser 137 ( Ly s 134-Ty r -Ser 137 ) . 

IQtt 3] 

*fl 21H 9X°]*], 26^*0 ^-il ie^ 94«I*fl eM^I -f^H ^>M- 1- a 

4] 

Z}7) o}v]±*\r ^71 ^*HH Asn-X-Ser/Thr(N-X-S/T) >H1°1 *>M" $ 
-Cy s 1-Ser 8 ( Cy s 1-Asp-Leu-Pr o-G 1 n-Thr -H i s-Ser 8 ) ; 

-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Lys-A 1 a-G 1 u-Thr 52 ) ; 
-Ser68; 
-Asp77 ; 

-Glnl01-Aspll4(Glnl01-Gly-Val-Gly-Val-Thr-Glu-Thr-Pro-Leu-Met-Lys-Glu-Aspll 
4); 

-Ly s 134-Ser 137 (Lys 134-Ty r -Ser 137) ; ^ 

-G 1 nl58-G 1 ul65 ( G 1 n 158-G 1 u-Ser -Leu-Ar g-Ser -Ly s-G 1 u 165 ) . 
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[^t 2 -^- 5] 

*fl 4* 0 H1 91°]*], -5>7l ofnl^AV #7] fl*H>H Asn-X-Ser/Thr(N-X-S/T) *] 

-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Lys-A 1 a-G 1 u-Thr 52 ) ; ^ 

-Lys 134-Ser 137 ( Lys 134-Ty r-Ser 137 ) . 
[^D- 6] 

all 5^H1 91°]*] , 26»I*fl ^ 94*1 *fl eM*l ^>q- -f- a. 

7] 

*>7l o>d1^a}- ^7l 3l*HH Asn-X-Ser/Thr(N-X-S/T) ^<go] ^ ^ 
-Cysl-Ser8(Cysl-Asp-Leu-Pro-Gln-Thr-His-Ser8); 

-Arg22-Thr52(Arg22-Arg-1 1 e-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-Hi s-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Lys-A 1 a-G 1 u-Thr 52 ) ; 
-Ser68 ; 
-Asp77 ; 
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-Glnl01-Aspll4(Glnl01-Gly-Val-Gly-Val-Thr-Glu-Thr-Pro-Leu-Met-Lys-Glu-Aspll 
4); 

-Lysl34-Serl37(Lysl34-Tyr-Serl37) ; ^ 

-G 1 nl58-G 1 ul65 (G 1 nl58-G 1 u-Ser-Leu-Ar g-Ser-Ly s-G 1 ul65 ) . 

8] 

*f| 7%M1 91°]*], *>7] o>u1^a> #7] 3}*HH Asn-X-Ser/Thr(N-X-S/T) ^ 

# ^sim -f^*]l» ^Jis)-^ -fi-#*>» 3^*1- JI 9l^r ^ 

-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u~G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Ly s-A 1 a-G 1 u-Thr 52 ) ; ^ 

-Ly s 134-Ser 137 (Lys 134-Tyr-Ser 137 ) . 
[3^*8- 9] 

*ll 8*<H1 $X°]*] , 26«!*fl #^1 94^*1] ^>M" S^r # 3. 

o>^34^^o.S. ^o)a]^1 -§-^*||« <y-jLSl-tb -fi-^M- i^>Jl 

[^t 1 * 10] 

*1-7] oVuli-A]; #71 ^*HH Asn-X-Ser/Thr(N-X-S/T) *>M" ^ 

^ ^li: 

51-39 



1020020052365 %^ 2003/9/1 

-Cy s 1-Ser 8 (Cy s 1-Asp-Leu-Pr o-G 1 n-Thr-H i s-Ser 8 ) ; 

-Arg22-Thr52(Arg22-Arg-1 1 e-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-Hi s-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Ly s-A 1 a-G 1 u-Thr 52 ) ; 
-Ser68; 
-Asp77 ; 

-G 1 n 10 1-Asp 1 14 (G 1 n 10 1-G 1 y-Va 1 -G 1 y-Va 1 -Thr -G 1 u-Thr -Pr o-Leu-Me t -Ly s-G 1 u-Asp 1 1 

4); 

-Lysl34-Serl37(Lysl34-Tyr-Serl37) ; ^ 

-G 1 n 158-G 1 u 165 (G 1 n 158-G 1 u-Ser -Leu-Ar g-Ser -Ly s-G 1 u 165 ) . 

i^^-ft 111 

*fl 10%H1 *>7l o>d1^a> fl*H*l Asn-X-Ser/Thr(N-X-S/T) 

Sl*> ^-Jl^-^r -fr^f# 5L^>^ ^ HflE^ ^^g^ 

2^ M#<£s} *m ^ M]S.: 

-Arg22-Thr52(Arg22-Arg-1 1 e-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-Hi s-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Ly s-A 1 a-G 1 u-Thr 52 ) ; ^ 
-Ly s 134-Ser 137 ( Ly s 134-Ty r -Ser 137 ) . 
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[^t 1 * 121 

*fl 11 &<>M , 26*1*1) ff-^l 94*d*fl Qo]X\ ^d\]*\ s->q- 1- 

£rt o.s. ^o]a1^1 -fr^r* «n 

B^S. SLfe ^ *fl3E. 

[^t 1 * 13] 

§f7l ofpl^A]- # 7 ] ^*HH Asn-X-Ser/Thr(N-X-S/T) ^ 

?m ^ M)s.^r n n^s.^ ^-s^Rr ^* 

-Cy s 1-Se r 8 ( Cy s 1-Asp-Leu-Pr o-G 1 n-Thr -H i s-Se r 8 ) ; 

-Arg22-Thr52(Arg22-Arg-1 1 e-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-Hi s-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Ly s-A 1 a-G 1 u-Thr 52 ) ; 
-Ser68; 
-Asp77 ; 

-G 1 n 10 1-Asp 1 14 (G 1 nlO 1-G 1 y-Va 1 -G 1 y-Va 1 -Thr-G 1 u-Thr -Pr o-Leu-Me t -Ly s-G 1 u-Asp 1 1 
4); 

-Lysl34-Serl37(Lysl34-Tyr-Serl37) ; ^ 
-Glnl58-Glul65(Glnl58-Glu-Ser-Leu-Arg-Ser-Lys-Glul65). 
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{^7--% 14] 

*fl 13%H1 5&°H, *>7l oHi^l ^7] ^*HH Asn-X-Ser/Thr(N-X-S/T) 
A-l<gol 5>q- o]^- ^s]^ o] ^i?H*l ^^7} <£°}^^ ofnl^AV ^ol^ 

^ ***fl* -B-^^>« S^V^r ^ ^33. 3^*1 

-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G ly-Asn-G 1 n-Phe-G 1 n-Lys-A 1 a-G 1 u-Thr 52 ) ; ^ 
-Ly s 134-Ser 137 ( Ly s 134-Tyr-Ser 137 ) . 

[^D" 15] 

*fl 14%H1 5U°H. 26*1*11 94*1*11 efojA] ^oflA^ sf-q. SB^r # 

2.^* ofA4^ 7 jo s ^olAj^l ^^1* <^l^l> 5E.^-*Hr ^ ^ 

16] 

5>7l ofulic^ #7) ^*H*| Asn-X-Ser/Thr(N-X-S/T) *1<I°1 o]j# ^ 

^7>^o] tg-ifls)-7> <Qo]\± ^ifls)-^ ^Bi^l^r ^4 -§-#*fl: 

-Cysl-Ser8(Cysl-Asp-Leu-Pro-Gln-Thr-His-Ser8); 
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-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Lys-A 1 a~G 1 u-Thr 52 ) ; 

-Ser68; 

-Asp77 ; 

-G 1 n 10 1- Asp 1 14 ( G 1 n 10 1-G 1 y-Va 1 -G 1 y-Va 1 -Thr -G 1 u-Thr -Pr o-Leu-Me t -Ly s -G 1 u- As p 1 1 
4); 

-Lysl34-Serl37(Lysl34-Tyr-Serl37) ; 5? 

-G 1 n 158-G 1 u 165 ( G 1 nl58-G 1 u-Ser-Leu-Ar g-Ser -Ly s-G 1 u 165 ) . 

17] 

*ll Stl^H-H . ^>7l 6>nlic<+ #71 3*HH Asn-X-Ser/Thr(N-X-S/T) 

*\<&o] f>}^ o]j$- *g$s%6\ o] -^^H ^^7} <Qo]^.$m. ofp]^A> ^o}^ 

ol# ©1E|34|S W *^*H ^7>^<a #ifls|-7> ^<Hvf ^3)3}-^ °)Zt <&&\^ 

-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Lys-A 1 a~G 1 u-Thr 52 ) ; ^ 

-Lys 134-Ser 137 (Lys 134-Tyr-Ser 137 ) . 
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18] 

41 17*cM 9X°]*], 26«l*fl 94«i^ e^oj^i ^ofl^ SE^ # 

2.^-$ ofA^^yJo^ ^ojAl^l -§-=f^Hl ^-7>^o] ^-4fl2}-7> <g^\+ #4flSHH 

19] 

*>7l o>nl^A}- #71 ^H*HH Asn-X-Ser/Thr(N-X-S/T) ^uf- o]sfr ^ 

°1 -"MH*! ^^7} H^i^- ^ ^ol^ oi^V o]e^1^ <£s|- 

*J-^o_5. ^-^1* i^>^ <^M1SH 

-Cy s 1-Ser 8 (Cys 1-Asp-Leu-Pr o-G 1 n-Thr-H i s-Ser 8 ) ; 

-Arg22-Thr52(Arg22-Arg-Ile-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-His-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Ly s-A 1 a-G 1 u-Thr 52 ) ; 
-Ser68; 

-Asp77 ; 

-Glnl01-Aspll4(Glnl01-Gly-Val-Gly-Val-Thr-Glu-Thr-Pro-Leu-Met-Lys-GIu-Aspll 
4); 

-Lysl34-Serl37(Lysl34-Tyr-Serl37) ; ^ 

-G 1 nl58-G 1 ul65 (G 1 nl58-G 1 u-Ser-Leu-Arg-Ser-Lys-G 1 u 165 ) . 
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[^^J- 20] 

*H 19tM *>7l o}*li^> #7} fl*H>H Asn-X-Ser/Thr(N-X-S/T) 

<?1^2]m W ^M-^Sl ^5|-7l- iHVi ^^sJl^ 

^ ^*fl2}- ^Ml^-^^-S ^-g-s]^ i^-*>^ 

-Arg22-Thr52(Arg22-Arg-1 1 e-Ser-Leu-Phe-Ser-Cys-Leu-Lys-Asp-Arg-Hi s-Asp-Phe- 
G 1 y-Phe-Pr o-Asn-G 1 u-G 1 u-Phe-G 1 y-Asn-G 1 n-Phe-G 1 n-Lys-A 1 a-G 1 u-Thr 52 ) ; ^ 
-Lys 134-Ser 137 ( Ly s 134-Ty r -Ser 137 ) . 

[^^8- 21] 

*f| 20%H] &<H*I , 26«i^fl 94«i*1| f^H ^-M- SE^ f- 

O^n)-^ ^H^i S-^H tL 7 >^<y ^ifl2}-7> <H \+ 

22] 

Ol^> ^lE^l^ T&^^N T^o) ^.g. S^l^S A> 

5 ' -GCACAGATGAGGCGCATCTCTAACTTCTCCTGCTTGAAGGACAGA-3 ' ( 5); 
5 ' -TCTGTCCTTCAAGCAGGAGTTAAGAGAGATGCGCCTCATCTGTGC-3 ' (^t^il 6); 
5 ' -ACTCTCTATCTGAAAGAGAAGAACTACAGCCCTTGTGCCTGGGAG-3 ' ( ^<g*]J: 7); 
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5 ' -CTCCCAGGCACMGGGCTGTAGTTCTTCTCTTTCAGATAGAGAGT-3 ' 8) ; 

5 1 -TCCCAAGCTTATGGCCTTGACCTTTGCTTTACTG-3 ' ( ^<gw]J: 9); je^ 
5 ' -TGGGATCCTCATTCCTTACTTCTTAAACTTTCTTG-3 ' (^^^iJl 10). 
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&1 t ; HO&gt ; CHEIL JEDANG CORPORATION &lt ; 120&gt ; Glycosylated Human 



Interferon Alpha Isoforms <160> 10 <170> Kopatentln 1.71 

&it;2io> i&it;2ii> 54 &it ;2i2> DNA &it;2i3> 

Artificial Sequence <220> <223> primer &lt ;400&gt ; 1 
gtgctcagct gcaagtcaag ctgctctgtg ggctgtgatc tgcctcaaac ccac 54 

<2io> 2&it;2ii> 54 &it;2i2> DNA &lt ;2i3&gt ; 

Artificial Sequence <220> <223> pr imer &lt ;400&gt ; 2 
atggccttga cctttgcttt actggtggcc ctcctggtgc tcagctgcaa gtca 54 

&it;2io> 3&it;2ii> 34 &it;2i2> DNA &lt ;2i3&gt ; 

Artificial Sequence <220> <223> pr imer &lt ;400&gt ; 3 
tcccaagctt atggccttga cctttgcttt actg 34 

<2io> 4&it;2ii> 35 &it;2i2> DNA &it ;2i3&gt ; 

Artificial Sequence <220> <223> primer &lt ;400&gt ; 4 
tgggatcctc attccttact tcttaaactt tcttg 35 

&it;2io> 5&it;2ii> 45 <2i2> DNA &it ;2i3&gt ; 

Artificial Sequence <220> <223> pr imer &lt ;400&gt ; 5 
gcacagatga ggcgcatctc taacttctcc tgcttgaagg acaga 45 

<2io> 6<2ii> 45 <2l2> DNA &lt ;2i3&gt ; 

Artificial Sequence <220> <223> pr imer &lt ;400&gt ; 6 
tctgtccttc aagcaggagt taagagagat gcgcctcatc tgtgc 45 
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<2io> 7<2ll> 45 &lt ;2i2&gt ; DNA &lt ;2l3&gt ; 

Artificial Sequence <220> <223> pr i mer & 1 t ; 400&gt ; 7 
actctctatc tgaaagagaa gaactacagc ccttgtgcct gggag 45 

&it;2io> 8&it;2ii> 45 &it ;2i2&gt ; DNA &it ;2i3&gt ; 

Artificial Sequence <220> <223> primer &lt ;400&gt ; 8 
ctcccaggca caagggctgt agttcttctc tttcagatag agagt 45 

&it;2io> 9&it;2ii> 34 &it ;2i2& g t ; DNA &it ;2i3&gt ; 

Artificial Sequence <220> <223> pr imer &lt ;400&gt ; 9 
tcccaagctt atggccttga cctttgcttt actg 34 

&it;2io> 10 &it;2ii> 35 &it;2i2> DNA &it;2i3> 

Artificial Sequence <220> <223> pr i mer & 1 1 ; 400&gt ; 10 
tgggatcctc attccttact tcttaaactt tcttg 35 
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